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An Introduction to FDA
and DDMAC



Agencies and Offices within Department of
Health and Human Services

OS - Office of the Secretary

ACF - Administration for Children & Families
AO0A - Administration on Aging

AHRQ - Agency for Healthcare Research & Quality
ATSDR - Agency for Toxic Substances & Disease
CDC - Centers for Disease Control & Prevention
CMS - Centers for Medicare & Medicaid Services
FDA - Food & Drug Administration

HRSA - Health Resources & Services Administration
IHS - Indian Health Service

NIH - National Institutes of Health

OIG - Office of Inspector General

SAMHSA - Substance Abuse & Mental Health Services
=n/,N Administration




What does FDA do?

FDA is responsible for:

protecting the public health by assuring the safety,
effectiveness, and security of human and veterinary
drugs, vaccines and other biological products, medical
devices, our nation’s food supply, cosmetics, dietary
supplements, and products that give off radiation

regulating tobacco products

advancing the public health by helping to speed product
Innovations

helping the public get the accurate, science-based
Information they need to use medicines and foods to
Improve their health



Presenter
Presentation Notes
FDA's mission is to protect and promote the health of the American people. The key phrase in this 

mission statement is "protect and promote.“ In order to protect and promote the public health, the agency reviews and monitors the development of these products from early research to post-marketing surveillance and reports. FDA's responsibilities include ensuring that drugs, biological products and medical devices are safe and effective, and that these regulated products are honestly, accurately, and informatively represented.




DDMAC’s Mission

Protect the public health by assuring prescription
drug information is truthful, balanced, and accurately
communicated

To guard against false and misleading advertising and
promotion through comprehensive surveillance,
enforcement, and educational programs
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DDMAC’s Mission is to:



1. Protect the public health by assuring prescription drug information is truthful, balanced, and accurately communicated



2. Guard the public against false and misleading advertising and promotion through comprehensive surveillance, enforcement, and educational programs




DDMAC’s Role

Survelllance and enforcement

Advice to industry/within FDA

Guidances and policy development

Research



Presenter
Presentation Notes
DDMAC has multiple roles, including:



Advice to industry/within FDA

Surveillance and enforcement

Guidance and policy development—meaning that we issue guidances on the division’s current interpretation of the regulations

Research—we have social scientists in our division who especially work in this area



In my next slides, I will be discussing more in-depth the first two bullets.




FDA'’s Regulatory Authority
Regarding Promotion



Regulatory Authority

Federal Food, Drug and Cosmetic Act
Prescription drug promotion must...
Not be false or misleading
Have fair balance

Be consistent with the approved product
labeling, or the package insert (Pl)

Only include claims substantiated by adequate
and well-controlled clinical studies
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Presentation Notes
The Federal Food, Drug, and Cosmetic Act is where our regulatory authority comes from.  FDA was authorized to regulate prescription drug advertising and promotion in the 1962 amendments to the Act in which Congress transferred this responsibility from the Federal Trade Commission (FTC) to the FDA.  Note that the FTC has primary jurisdiction for over-the-counter (OTC) advertising while FDA has primary jurisdiction for OTC labeling, including promotional labeling.  I will be covering the distinction between promotional labeling and advertising in later slides.



So, according to the Federal Food, Drug and Cosmetic Act, prescription drug promotion must:

Not be false or misleading

Have fair balance (meaning a balance between efficacy claims made about the drug and risk information)

Be consistent with the approved product labeling, or the package insert (PI)

Only include claims that are substantiated meaning supported by adequate and well-controlled clinical studies or substantial clinical experience



The Federal Food, Drug and Cosmetic Act is what the Code of Federal Regulations are based upon and they help solidify the above concepts. 



When was the FD&C Act enacted?  1938. 

Chapter V - Drugs and Devices  (Sec. 502. [352] (a), (e), (f), & (n))   

Act also required drugs to be PROVEN safe when used according to the label, must provide adequate directions for use, and must contain warnings about habit forming drugs.




False, Lacking in Fair Balance
or Otherwise Misleading

“Contains a representation or suggestion, not approved or permitted for use in the
labeling, that a drug is better, more effective...safer, has fewer, or less incidence of,
or less serious side effects or contraindications than has been demonstrated by
substantial evidence...whether or not such representations are made by comparison
with other drugs or treatments, and whether or not such a representation or
suggestion is made directly or through use of published or unpublished literature,
quotations or references.” (21 CFR 202.1 (e)(5)(1))

“Contains a drug comparison that represents or suggests that a drug is safer or more
effective than another drug in some particular when it has not been demonstrated to
be safer or more effective ... by substantial evidence or substantial clinical
experience.” (21 CFR 202.1 (e)(5)(i1))

FDA




What Does this Mean?

Accurately communicate indication(s) including context
for any claim

Limitations on indication(s)
Relevant patient population

Concomitant therapies/treatments
Likelthood of benefit(s)

Communicate most important risks in a manner reasonably
comparable to benefits (presentation and language)

Cannot omit important information

In plain language = Ads must communicate an accurate
and balanced picture of the drug product




Regulatory Authority

Code of Federal Regulations (CFR)

202.1 - Prescription Drug Advertising
312.7 - Preapproval Promotion
314.550 - Subpart H, Accelerated Approval for Drugs

601.40 - Subpart E, Accelerated Approval for Biologics



Presenter
Presentation Notes
In terms of the Code of Federal Regulations:



Section 202.1 discusses prescription drug advertising and is what we use when evaluating promotional advertising materials.  It is in this section where it discusses things such as under what circumstances an advertisement is false, lacking fair balance, or otherwise misleading.



Section 312.7 discusses preapproval promotion and states that a sponsor cannot promote a drug as safe and effective for a use that is under investigation.  This is not meant to limit the exchange of scientific information, but it is meant to restrict promotional claims of safety or effectiveness of a drug for a use that is still under investigation.



Section 314.550 refers to drugs that are called Subpart H or accelerated approval drugs.  These are drugs that are approved for a serious or life-threatening illness and for which their approval is based on an alternate (or surrogate) endpoint other than survival, for example.  An example of this are drugs for HIV.  Unless otherwise informed by the agency, all copies of promotional materials (labeling and advertisements) that a sponsor plans to distribute within the first 120 days following the approval of the drug are to be submitted during the preapproval review period.  After these 120 days have passed, promotional materials must be submitted to DDMAC at least 30 days prior to use.



Section 601.40 applies to Subpart E drugs that are accelerated approval products but in this case, biologics.  A biologic is defined in the CFR as any virus, therapeutic serum, toxin, antitoxin, or analogous product that is used for the prevention, treatment or cure of diseases or injuries of man.  An example of this is Botox Cosmetic, which is purified Botulinum toxin. 




Title IX of FDAAA — DTC provisions

Sec. 901 of Title IX of FDAAA contains a number of
provisions related to DTC advertising:

Prereview of DTC TV ads (adds § 503B to FDCA)

Clear, conspicuous, and neutral manner major statement
requirement (amends 8 502(n) of FDCA)

Civil monetary penalties for violative DTC ads (amends 8
303 of FDCA)

Report on DTC advertising

Sec. 906 of Title IX - Statement for Inclusion in DTC Drug
Ads




Regulatory Authority

Post-Approval Regulations located in 21 CFR
314.81(b)(3):

Require the submission of all promotional
materials at the time of initial dissemination or
publication

Must include Form FDA 2253 and current Pl
DDMAC receives >70K submissions per year
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Companies must submit various materials to FDA as part of its post-marketing requirement.  These regulations are located in section 314.81 of the CFR.   Included as part of this requirement is that promotional advertising and labeling must be submitted to FDA at the time of first use.  Therefore, DDMAC receives all labeling and advertising promotional materials and they are sent in with a specific form called form FDA 2253, in addition to the current product labeling (PI, PPI, etc).


Clarification to Some Beliefs

Preapproval or preclearance

Law prohibits requiring preapproval of any ad except under
“extraordinary circumstances”

Types of Reviews

Enforcement

Review process for materials already in use
Submitted materials
Monitoring program

Advisory comments
When requested by sponsors
Launches, TV ads, other materials

Pre-submission
Accelerated approval (subparts E and H)
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Pieces: 71K total, 15K DTC, 11K Internet




Categories of Promotional Materials

Labeling

Audio, video, or printed
matter (e.g., brochures,
booklets, mailing pieces,
exhibits, slides)

Supplied or disseminated by
the manufacturer, distributor,
packer, or any party acting on
behalf of the sponsor

Accompanied by the approved
product labeling

Advertising

Advertisements in published
journals, magazines,
newspapers, and other
periodicals

Accompanied by a “Brief
Summary” of the approved
product label

Broadcast (e.g., TV, radio,
telephone communication
systems)

Accompanied by a “Brief
Summary” of the approved
product label OR discloses
the most important risk
information and makes
“Adequate Provision” for
disseminating the approved
product label
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Its important to distinguish between what are examples of labeling versus advertisement.

Labeling:

1. Includes pieces such as: audio, video, or printed matter (e.g., brochures, booklets, mailing pieces, exhibits, slides)

2. And is supplied or disseminated by the manufacturer, distributor, packer, or any party acting on behalf of the sponsor

While Advertising includes:

Published journals, magazines, newspapers, and other periodicals, 

Broadcast (e.g., TV, radio, telephone)

Disseminated with “Brief Summary”



The Brief Summary is defined as information in brief summary relating to the product’s side effects, warnings, contraindications, precautions, and indication.




Advertising: FDA versus FTC

FDA — created in 1906 FTC — created in 1914
Prescription drugs Over-the-counter drugs
(human and animal) Unrestricted medical
Restricted medical devices
devices Dietary supplements
Biologics Consumer package
Vaccines goods

Tobacco *new* Tobacco
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Presentation Notes
This is not intended to be an exhaustive list of all items that fall under the regulatory authority of these respective agencies.  Rather, this slide is intended to show the areas of difference between the two agencies in terms of advertising authority.


Why regulate
prescription drug advertisements»
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and you can plainly see how the hair
grows, also that nothing rubbed on the
skin or hair can ever get down toenter the
roots. ‘T'he hair can be made to grow firm
again and the colour restored only through

the roots, and by taking GAPSULOIDS,
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31, Bnow Hill, London, BE.O, (B. & Wd). Special free sample given when three boxes are ordered,
larger sample with six, if this Coupon is'enclosed, N . T :
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“The hair can be made to grow firm again and the color restored only through the roots, and by taking Capsuloids”

“Gentlemen- I cannot thank you enough for sending me your little Hair booklet, for that caused me to try Capsuloids for my hair, which was falling out so rapidly that I feared I would lost it altogether, and so much had fallen out that I had been using a wig for six weeks.  I enclose my photograph, which I have just had taken, so that you may see how splendid my hair now is.”

And we see here what is presumably a rendition of Mrs. F. Otto Passmore’s photo.  She was mailed the booklet, which makes it an early form of DTC direct mail, and a testimonial.



It goes on to offer a free sample when three boxes are ordered, if this coupon is enclosed.  So here we have early couponing as well.


ARBOLIC SMOKE BALL

WL FOSITIVELY CURE

QLT t.aT.ﬁ.'BJli - LDATYENESS . PARHAT N'FT.T'}E'E.I . ARICT
fre et LENER R fite-ten . OENENESE P = wimaa

APTAME  TORS W VUICE g
SR

[ ETI [

FAY FEVER e

uC
ol maran L T L

ST TT IR | WEE 'uuuarl HOER TYks EEZAILCHE “FM‘LL‘-L’;
s R LI L) Tarl ud A LAY RPN Y Y
AT 0 ae Dibewd catioel Gl

"""‘- AW aua it} "m:.' oz Lo CAsd e Lhen cwmedx

£100 REWARD

TILL 3wy g

CARBOLIC HEO BALL O

FIFEE IR P T SRy g

INFLUENZA,

Bad o En [Geet e L, W .».--l,u..-
| PARTOLIE sy mALT

£100¢ IS DEPOSITED

PYIEND

SHE AL g xc . e w1,

I ar b Wl cpk w 1] JHNFLDBOEL  wr oikan )
rlx‘nuc mm n.u.u DR LT BT
- et S Fmmcmena bra

- 0 Lulﬂlm smu‘m BIRL

‘T‘HE CAHBOLIG SMOKE BALL

TEATIMTY AL, L1 7, YT | .J'?-E_.--m
—_— 91k MORELL MMGKIMZE, WDy,

ke law ek ok e I er et L T [P
—_—

kN, THE GENRUN ERFAESS

T 2 I
il Tey

LT L IEH L RE FTHIE A b.-n.- W R eSS Wi tee
Dua E!INLIL EMOREE RATT vl ngt r. Loy eecwrad menthey moceog L M cheaacs: rmedy 15 <k wocld
ul thi pries—161, gzt free.

Tie DAERBLIC ANTTR AATT, cax, b2 zebllcd. wise wnply, o2 B east of b, Tuak Trit. Aldrces

GARBOLIC SMOKE BALL GO, 27, Privces ST, Hamover o, Lonnon, W,



Presenter
Presentation Notes
(get claims from original)


Categories of Promotional
Materials

Help-Seeking/ Cannot make any

: pu— reprgs_entations about a
Disease Awareness specific product

Institutional requires no balance
Reminder

Product Claim
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The regulations also provide for categories of promotional materials that are not subject to the disclosure requirements that I earlier discussed.  These categories include:  help-seeking, institutional, and reminder pieces.  I will show examples of each of these in the following slides.  These pieces, as opposed to full product claim materials, cannot make any claims about a specific product, and therefore, do not require balancing risk information.  


Types of Prescription Drug
Advertising

Help Seeking/Disease Awareness- discussion of
disease

Reminder- names the drug but does not include
Indication, dosage recommendations, or any other
non-permitted representations about the drug

Product Claim- must include information about
the drug In “brief summary”


Presenter
Presentation Notes
Prescription drug advertising is divided into three categories: help-seeking, reminder and product claim.  

Help-seeking ads talk only about the disease state.  Because they do not mention a drug therapy, they are not subject to FDA regulation.

Reminder ads mention the drug name only.

Product claim ads mention the drug name and the condition.  They must also:

mention significant risks, 

may not be false or misleading in any respect. This includes communicating that the advertised product is available only by prescription and that only a prescribing healthcare professional can decide whether the product is appropriate for a patient.

Present a fair balance between information about effectiveness and information about risk.

Include a thorough major statement conveying all of the product's most important risk information in consumer-friendly language.

Communicate all information relevant to the product's indication (including limitations to use) in consumer-friendly language.

Have no omission of material facts (i.e., failing to disclose that a drug is given by IV rather than tablet)

I’d like to show you some examples of each.


Reqgulatory Requirements



In Brief Summary: Risk Disclosure
for Print Ads

Print ads need information “in brief summary”
about risks and effectiveness

Risk presentations comparably prominent to
effectiveness presentations as “fair balance”

Regulations require that print ads must address all
risk concepts

Draft Guidance provides alternatives to
traditional “brief summary” for DTC print ads

Approved PPI

Consumer friendly version of risks from
Highlights



Example of Print Ad Brief Summary

Introducing

> e W
Oncazi

(strodacazil)

A New Option for Asthma

A New OptiOIl fOI' YOU Oncazil is generally safe and effective.
Clinical trials have shown that it helps provide
Are you looking for a new way to help control safe and effective asthma symptom control.
your asthma? Ask your doctor if prescription Individual results may vary.
Oncazil is right for you! Important Information:
Oncazil will not replace fast-acting inhalers

Oncazil is a new treatment for asthma for sudden symptoms. If you get an asthma

problems that you take only once a week. attack, you should follow the instructions yvour
doctor gave you for treating asthma attacks.
Now you don’t have to think about taking In rare cases, Oncazil may cause serious heart

a pill every day. Leave that nagging feeling valve problems that begin with a noticeable

behind for the entire week! change in heart rhythm. Also, in rare cases,
Oncazil may cause a mild and temporary
skin sensitivity to heat. If it does not go away
in two days, call your doctor. Other side
effects include dry mouth, upset stomach and

. headache.
O ncazl I Please see important information on the next page.
(strudaca:il} KAJ+ Pharmaceutica AHS To learn more about a once-a-week treatment, talk to your
10 mg tablets doctor about Oneazil or go online at www.oncazil.com or call

1-800-ONCAZIL

ONCAZIL (strodacazil)

Abuse Potential
= T o

Lifestyle Factors to Think About
When Taking Oncazil

ormation

Other Food and Medicines You

ould Not Use Oncazil
¥ il May Be Taking
Co ne. Oncazil dos

e Interactions

General Information about
Prescription Drugs

Side Effects

s bt

How to Get More Information

Rx only

mount —, 1(
> Oncazil
(strodacazil) sy + Prarmaceusia

R
\HS

Special Populations What to do in the Case of an
Overdos

Childre
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Here’s an example of a print ad we created for our brief summary study.  On the left side you can see the display page, which contains the claims about the product and also balancing risk information.  On the right side you can see the brief summary of risks.  This particular brief summary we created is in consumer friendly language; that is not always the case, though we are encouraging sponsors to use consumer friendly language in ads directed toward consumers.


Most Important Risks

“Fair balance” for print ads

Specific risk disclosure requirement for
broadcast ads; likely to include:

Contraindications (relevant to patients)

Major warnings, especially if boxed or bolded
Significant precautions/drug interactions
Frequent side effects




Additional Considerations

Reasonably comparable communication of
risks

Consumer-friendly language for both
benefits and risk (readabillity)

Prominence of presentation
Necessary context for claims/risks

What's needed for informed discussion with
health care professional




Specific Disclosure Requirements

Food, Drug, & Cosmetic Act (502(n)):

prescription drug ads must include
“Information in brief summary relating
to side effects, contraindications, and
effectiveness”

Act left specifics to regulations




“Brief Summary”

Regulations: “Brief summary” information
must include “each specific side effect and

contraindication”
meaning, all risk concepts

Typical compliance: reprinting risk-related
sections of product labeling

— but, verbatim reprinting not required




“Brief Summary’:
Print vs. Broadcast

Print: little or no flexibility to reduce required
Information

Broadcast: media limitations implicitly
acknowledged through provision of alternative
means of disseminating additional information




Broadcast Advertisement
Requirements

Must have information about “major side effects
and contraindications”

In audio, or audio plus visual
PLUS can either:

present brief summary, or

make “adequate provision” for
disseminating product labeling




Broadcast Advertisement Guidance

Takes advantage of regulatory flexibility
Reinforces requirements that ads:
must be truthful and not misleading
communicate Rx status of product
communicate product’s indication
communicate most important risk information




Clarifies “Adequate Provision” for
DTC Ads

One possible, multi-faceted approach to

reach diverse audience with required product
iInformation

toll-free phone number for information to be
mailed or read

concurrently available print information
Internet address

reference to health care provider as source of
more product information




Clarification to Some Beliefs

No laws or regulations ever prohibited promoting
prescription drugs to consumers (in general or for
specific products or drug classes)

Regulatory focus is on the content of the
materials NOT their general existence or the
amount of promotion




2008 Promotional Spending:.
Professional versus Consumer

18%

M Professional
E Consumer

82%

Source: IMS Health, Integrated Promotional ServicesTM, year 2008, Data Extracted July 2009.



# of Final Promotional Pieces
Submitted (2253s) 2003 - 2009

100000
80000 ogs|| 70:631
60000 ‘ 1

40,097| ] 16 % ’ I B
40000 +—5s7e : |

15,9
20000 +—
4.4 14,9
O _

2003 2004 2005 2006 2007 2008 2009

O Mixed @ Consumer B Professional O Total
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This chart shows the number of final promotional pieces submitted on form 2253 from 2003-2009 (final meaning those submitted on form 2253, not advisories).  Last year, there were a total of 76,631 pieces, so we continue to see an upward trajectory in terms of submissions.

All categories of pieces increased last year, but consumer pieces increased at a greater rate.  In fact, consumer pieces have more than doubled since 2003.


The Evolution of
Direct-to-Consumer
Prescription Drug Advertising



If the law allowed ads to be
directed to consumers, why
didn’t we see them until
relatively recently?




Evolution of Direct-to-Consumer
(DTC) Advertising

Up to 1980s: consumer communications controlled through
“learned intermediary”

1980’s: First DTC ads and fallout
--1983-1985: FDA voluntary moratorium

--1985: moratorium lifted, regulations provide “sufficient
safeguards to protect consumers”

1990s: Increase in print ads
Mid 1990s: broadcast ads enter mix




Why did DTC become important?

Consumer empowerment
desire for more involvement in own care
consumers actively seeking information
Aging baby-boomer population
caring for selves, children, parents
Managed Care
— 1 Sponsors’ marketing strategy




Early Broadcast Environment:
Before 1996

Static -- sponsor uncertainty regarding
requirement for “brief summary”

“Adequate provision” for providing labeling
always allowed

Adeqguate provision not defined in regulation

Major risks required to be disclosed regardless of
path chosen




Result:

A broadcast environment
dominated by reminder
advertising




Risk Disclosure for Broadcast Ads

Broadcast ads need:

most important risks disclosed in ad itself in audio
or audio and video: aka, the “major statement”

AND
access to either all risks or “adequate provision” for
disseminating product labeling (PI)




Addressing “Adequate Provision”

How to reach diverse group of consumers?
sponsors had some suggestions

1997 draft guidance; 1999 final guidance
reference to health care provider
print ads/brochures
telephone contact number
Internet site

— @ Reinforces underlying requirements
Encourages consumer-friendly information




Examples of
Direct-to-Consumer Advertising



Examples of DTC Promotion

Help-Seeking

disease discussion ... “see your doctor”...
consistently encouraged, important for under-
diagnosed, under-treated health conditions

not drug ads, so not covered by FD&C Act

draft guidance clarifies FDA’s position on these
types of ads




“At first I didn’t want to get up for work.
Then I didn’t want to get up at all.
My doctor said I was df’p ress E:‘d, !

Then I learned that treatment can help.

Now, I'm feeling better.”
About 1 in 6 Amcricans will expersence depression in their lifetimes. Diepresion is 2 condition

15 available:

that cam affe v Tives, Thae theere 15 hope. Tre

psveholdo sant medicines are among the « thar can liclp

relicve depr n shoawn thar most g e freatment

vies, POZer

I yo'd like
brcrchures about d

et depression-igte, o




Examples of DTC Promotion

Reminder ads/labeling
exempted from risk disclosure requirements

Includes product name, but no representations
beyond dosage form, packaging, price info

not allowed for products with boxed warnings




Twisthaler:
(mometasone furoate inhalation

smanex_'

Yuu ars encoumped {0 mport negative side efects of praseription Srugs to the FOA. Visit weeadda gowmedwetch, or call 1 EE

:ﬁ, Copyraght £ 2008, Schering Conporation, mu.u.rnm
Schering-Plough A Pighin Poservod.  AX1080




Examples of DTC Promotion

Product claim

claims or representations trigger disclosure requirements for
accuracy and balance

risk disclosure requirements
Body of promotional piece
Usually the most serious risks and most common adverse events

Brief summary or full product labeling must be included
“brief summary” for print ads
“adequate provision” for broadcast ads
full product labeling for promotional labeling




Oversight Program for DTC

Voluntary Compliance
Advisory comments
Guidance documents
Educational efforts

Outreach
Website

- Comprehensive surveillance and enforcement
program
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Presentation Notes
Pieces: 71K total, 15K DTC, 11K Internet



DDMAC’s Priorities 

1.  Egregious violative promotion

2.  Labeling reviews and risk information updates

3.  First TV ad for product/indication and accelerated approval launches – initial core pieces

4.  Non-accelerated approval launches – initial core pieces

5.  Other TV ads and other accelerated approval launches and non-launches

6.  Other launches

7.  Other advisories


Continuing Evolution of DTC

Major Guidance Development

Broadcast ads (“Adequate Provision”) (1997 &
1999)

Brief Summary Alternatives (2004)

Help-Seeking Communications (2004)

Presentation of Risk Information (2009)
FDAAA — Title I X (Sept 2007)

First law to specifically address DTC




DDMAC Regulatory
Enforcement



Enforcement

Untitled letters (Notice of Violation/NOV)
Warning letters

Injunction/consent decree

Seizures

Criminal action

Civil monetary penalties
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Lastly, we also do enforcement.  



NOVs or Notice of Violation are less egregious violations.  When DDMAC issues an NOV, sponsors are asked to stop violative messages in the same or similar pieces.



Warning letters are more egregious violations as compared to untitled letters.  Sponsors are asked to stop violative messages in the same or similar pieces, just like an NOV.  Sponsors are also asked to do a corrective action in which they are asked to send to the same audience who received the original violative message a corrective.



A consent decree may occur when a sponsor repetitively does something and an injunction, which is a civil process that occurs to stop or prevent violation of the law, may follow.



In terms of seizures, we have not seized a drug in recent times for a marketing violation.

With regards to criminal action, we are doing a lot of work with the Department of Justice, for example, on criminal cases; however, most are not DTC in nature.

	


Common Violations

Inadequate communication of risk info
Missing content
Presentation (minimization, comparability)
Misleading communication of indication

Promoting beyond the indicated population or
beyond the indication of the drug

Misleading product efficacy claims
Overstatement of efficacy




Examples of Violative
Advertisements
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“Reminder Ad” for Buproprion ER

NOV issued for this “impermissible reminder ad”

"Reminder advertisements. . . are not permitted for
a prescription drug product whose labeling
contains a boxed warning relating to a serious
nazard associated with the use of the drug
product.”

_abeling contains a boxed warning
Ad fails to present brief summary
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BBW, so it is a violation to present this drug product in promotional material that takes the form of a reminder advertisement.



All advertisements for any prescription drug, unless otherwse exempt (such as permissible reminder advertisements), must include a true statement of information in brief summary relating to side effects, contraindications (including side effects, warnings, precautions, and contraindications, etc.), and effectiveness as required by regulation.



Question:  Would this ad have been violative if the product did not have a BBW?




Viagra “Reminder” TV Ad

2 Makes representations about Viagra

2 Approved indication not presented

2 No risk information, no adequate provision

— 1 Overstates efficacy of product
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NOV (notice of violation) letter was sent to this company in 2000 on this:

Makes written and graphic representations about Viagra without presenting risk information

No risk information, no adequate provision –no mention of major side effects and contraindications



Approved indication not presented – did the ad ever say the drug was indicated for Erectile Dysfunction?



Overstates efficacy of product

- The ad implies a return to a previous level of sexual desire and activity by referring to the guy’s past…”remember that guy who used to be called ‘wild thing” and then declare that “he’s back” implying that he’s returned back to that previous level of activity.
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WL issued in 2008

Indication and all risk information included on back of magnet


Trileptal - Magnet

21 Omission of indication and risk information

o Effectiveness claims presented, but indication and risk are not

= (Included on back of magnet--as a practical matter, this
information is not communicated)

= Magnet is designed to adhere to magnet surfaces—once
displayed, content on back is not visible

2 Encourages use In circumstances other than those for which
shown to be safe and effective
= Implies drug Is indicated for generalized seizures
= Full indication is not presented on front of magnet

= Especially problematic in the view where only generalized
seizures claim is visible
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Misleadingly suggests safer and more effective than demonstrated by substantial evidence or substantial clinical experience

Off-label promotion

Corrective – DHCP letter
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OxyContin Journal Ad

No risk information from the boxed warning (e.g.,
abuse liability and potentially fatal risks due to
formulation) included in the body of the ads

Minimization of other risk information

Broadening of Indication/Failure to communicate
limitations on indication

Serious public health concerns
Corrective advertisement requested




Corrective Advertisements




Enbrel TV Ad

2005 WL

Overstatement of Efficacy — there is no evidence that Enbrel provides complete
clearing of the psoriasis as demonstrated by the models

= “tell psoriasis where to get off — Enbrel”

. - the super mentions, “results may vary” which is not sufficient

. - unsubstantiated claim: “Enbrel is a breakthrough” when no significant
advantage has been shown over drugs for this condition

. - misleading onset claim: “dramatically clear skin fast” (consumers may

not interpret this as 2 months)

Misleading Communication of the Limits to the Indication

- _ - broadens the indication — this drug is indicated for moderate to severe
psoriasis

Minimization of Risk

. - the major statement is minimized by distracting visuals, fast-paced
graphics/supers



Yaz TV Ad

Broadening of indication

Symptoms in these ads are commonly seen in women with PMS, which is
a disorder that is less serious and more common condition than PMDD

Acne: Pl —Yaz treats moderate acne only
Overstatement of efficacy

“Goodbye to you” and kicking away balloons —P1I says that patients
experienced a decrease (improvement) in PMDD symptoms, not
elimination of symptoms

Acne: Again, elimination of symptoms—clear skin, goodbye to you,
balloons disappearing

Minimization of risk
Distracting visuals
Numerous scene changes
Background music
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PI:  “Yaz has not been evaluated for treatment of PMS”.  Note the super, but that’s inadequate to mitigate the misleading message.


DDMAC Policy Development,
Advice and Surveillance Programs



Policy Development

Draft Guidance on Presentation of Risk
Information

Research on Brief Summary leading to revised
draft guidance

Future areas for guidance development
e.g., Internet guidance including social media
. Implementation of FDAAA provisions




Advice to Industry

Provide comments on DRAFT promotional
materials (VOLUNTARY In most cases)

Launch materials for new drugs or new indications
Direct-to-consumer (DTC) broadcast ads
Non-launch materials

Pre-submission required for certain drugs
— (e.g., Subpart H/Subpart E “accelerated approval™)

Technical assistance on Soclal Science research

studies


Presenter
Presentation Notes
In terms of advice to industry, we provide advisory comments on draft promotional materials (VOLUNTARY in most cases), such as:

Launch materials for new drugs or new indications

Direct-to-consumer (DTC) broadcast ads

Non-launch materials



Additionally, as I had mentioned, promotional materials for certain products have to be submitted to FDA prior to their use—these are the subpart H and E products (which are sent 30 days prior to use after the drug has been approved).

	




Advice within FDA

Provide consultation on:
Draft labeling
Cartons and product labels
Medication Guides
Patient Package Inserts (PPIs)
Dear Healthcare Provider letters

Pharmacoeconomics, health-related patient-reported
outcome protocols

Social Science research studies
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DDMAC also provides guidance within the FDA 

For example:

Draft labeling

	- we have a unique role because we have an opportunity to make an impact on labeling before its finalized.

   Cartons and product labels

Medication Guides

Patient Package Inserts (PPIs)

Dear Doctor letters

Pharmacoeconomics, health-related patient-reported outcome protocols

	- We do this by means of ERG or Evidence Review Group that provides responses to consults within DDMAC regarding claims about specific claims related to pharmacoeconomics or health related patient-reported outcomes

	- Ex. Preference Claims - #1 preferred drug for XYZ or patients preferred this treatment over that (is there ample evidence to support this? Check references and databases to justify these types of claims and other similar ones)

PE: This drug is cheaper than drug B.

Social science research studies outside of DDMAC.  We act as peer reviewers and consultants for other groups within FDA who are conducting research.  We have a close relationship with the consumer studies scientists in the Center for Food Safety and Applied Nutrition.  In some cases, we will actually conduct the research for groups within FDA that do not have their own social scientists.




Survelllance

Review materials submitted to DDMAC at the
time of initial dissemination ( Form 2253)

Conferences

Complaints
Healthcare professionals
Consumers
Competitors
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Review materials submitted to DDMAC at the time of initial dissemination (this is done with a form called “2253”) 

 Conferences

	e.g., ASHP, APA

3. Complaints

Healthcare professionals

Consumers

Competitors – 80%

	- These served as one of our best resource to know what companies are doing out there

	- We receive several complaints about companies regarding their competitor drugs and what they were allowed to say and we try to respond to them.




DDMAC Research Program



Research Focus

Informed Decision Making
Risk Communication
Enforcement
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By way of background, the Paperwork Reduction Act of 1980 and of 1995 was to have Federal agencies “become more responsible and publicly accountable for reducing the burden of Federal paperwork on the public”  In brief, the law was designed to 1) to minimize the paperwork burden for individuals, small businesses, educational and nonprofit institutions, Federal contractors, State, local and tribal governments, and other persons, resulting from the collection of information by or for the Federal Government, and 2) to ensure the greatest possible public benefit from and maximize the utility of information created, collected, maintained, used, shared, and disseminated by or for the Federal Government…” and other details.  It gave the Office of Management and Budget review authority over all agency information collections.  What this means is that whenever the agency engages in information collection involving 9 or more persons, including research, it must seek approval from OMB.  



Let me walk you through the process of seeking OMB approval for research.



It’s important to note that this process is in addition to review by the Research in Human Subjects Committee and peer review.


Informed Decision Making Studies

Impact of Distraction on Consumer Understanding of Risk
and Benefit Information in Direct-to-Consumer
Prescription Drug Broadcast Advertisements*

Drug Risk/Benefit Analysis in Variations of Display Pages
of Print Direct-to-Consumer Prescription Drug
Advertisements

Presentation of Quantitative Information about Benefits
and Risks in DTC Ads

Toll-Free Number for Reporting Side Effects in DTC
Television Ads

*With Nancy Ostrove, (FDA, Office of the Commissioner) and

Scott Douglas (HHS, Office of the Assistant Secretary for Planning and Evaluation)
=



Informed Decision Making Studies,
continued

Disease Awareness Information in Branded Promotional
Material

Examination of Online Direct-to-Consumer Promotion

Focus Groups to Investigate Consumer and Physician
Beliefs about Direct-to-Consumer (DTC) Advertising




Risk Communication Studies

Variations in the Brief Summary in Direct-to-Consumer

(DTC) Print Advertisements for Prescription Drugs: Use,
Content and Format

Experimental Study of Format Variations in the Brief

Summary of Direct-to-Consumer (DTC) Print
Advertisements

Impact of Incentives Embedded in Direct-to-Consumer
Prescription Drug Print Advertisements on Consumer
Perceptions of Product Risks and Benefits




Enforcement Studies

Copy Testing of individual advertisements




Questions?



Online DDMAC Information

DDMAC home page:
http://www.fda.gov/AboutFDA/CentersOffices/ CDER/ucm090142

.htm

Warning and untitled letters:
http://www.fda.gov/Drugs/GuidanceComplianceRegulatorylnform
ation/EnforcementActivitiesbyFDA/WarningLettersandNoticeofVi
olationLetterstoPharmaceutical Companies/default.ntm

Guidances:
http://www.fda.gov/Drugs/GuidanceComplianceRegulatorylnform
ation/Guidances/default.ntm

Phone number: (301) 796-1200
Fax numbers: (301) 847-8444 and (301) 847-8445
My contact info: kathryn.aikin at fda.hhs.gov

FDA
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